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INTENDED LEARNING OBJECTIVE 
(ILO) 


By the end of this lecture the student will be able to: 


1. Relate the pharmacokinetic properties of aspirin to its 
clinical uses ,adverse effects and drug - drug 
interactions 

2. Explain the adverse effects ,drug - drug interactions 


and contraindications of aspirin 
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Salicylates 


Absorption: 


e rom 
omach 


e But More & complete 
absorption from 
intestine (More 
Surface area). 


Pharmacokinetic 


s! Distributio 
n: 
> © 
o 


S Oral anticoagulants 


E & Oral hypoglycemic: 


OHighly bound to 
p.proteins 


ODisplaces other 
drugs 


SalicylatesPharmacokinet! 
Metabolism CS: 


Excretion: 
Partially Excreted 
unchanged in urin 


> Mostly 
conjugated 


Alkalinization of urine 


EEN 6 


salicylatesp na rmacokineti 


CS.: 
ow dose < 2gm/day > First Order Kinetics 


ligh dose > 4 gm/day— Zero Order Kinetics 


pirin is an organic acid & secreted in uri 


[] it affect uric acid secretion in urine : 


low doses uric acid secretion [] # # in gout 


high doses [|] no effect o uric acid secretion 


ASPIRIN = 
uric acid secretion If 


X 3. Actively given in 
secreted in distal low doses 


filtered 
in . Reabsorbed 


glomerul in PCT 


Side Effects 


l- Gastric irritation: pp 

Peptic ulcer ba 7 

Bleeding 
2- Bleeding Tendency (J platelet ,„ 
aggregation) | ah o 
y 9 
Nephropathy 


4- Aspirin-induced asthma : 
Bronchial asthma in predisposed >, 


Cell Membrane PI Phospholipids 


a -> am 


NSAIDs 


arb 


a 
ip 


Side Effects 


5- Reye's syndrome: 
e Rare syndrome occurs If 
aspirin is given to 
children with viral 
Infection 


Don’ givejasRirin in < 20 
s 


year 


Encephalopath 
y 


Reye's syndrome was recorded to occu 
with the use of which of the following 
drugs? 


a) Aspirin. 

b) Diclofenac. 

c) Ibuprofen. 

d) Paracetamol. 
e) Indomethacin. 


Side Effects 


6- Idiosyncrasy: 
Hemolysis in patients with G6PD 
deficiency (Favism). 


7- 
Allergy: 


ORash & Urticaria o Angio-edema 


8- Teratogenicity: in pregnancy (risk 
category C) 
esp. in the 37 trimesters avoid NSAIDs due to the 


Side Effects 


» Acute Toxicity (severe): 
e Salicylates have a high therapeutic 
index. 


e Toxic dose > 200 mg/kg. 
Manifestations: 


e Restlessness, convulsions, 

e Hyperpyrexia (due to uncoupling of oxidative 
phosphorylation ) 

e Respiratory and metabolic acidosis 


e Coma and death from respiratory failure 


Acute Toxicity 

>» Management: IS 
-Gastric lavage with NaHCO3 
. Alkaliniaation of urine (T excretion of salicylate). 

Haemodialysis in severe cases 
-Cold fomentation for hyperpyrexia. 
Correction of dehydration and acid/base 
imbalance. 

Vit K & Fresh blood transfusion. 


-Anti-convulsants. 


> Mild toxicity : Salicylism 
e Occurs after repeated administration of 


large 


> MSesee statitsentment of gout or Rh fever. 
e Tinnitus, blurring of vision, irritability, 
hyperventilation, 


& GIT upset. l 
> Symptoms are Reversible after stoppage of 


treatment. 


salicylates - Contraindications 
” Gastritis or peptic ulcer 
” Bleeding Tendency 


> Bronchial asthma 


> In children with viral infection 
(Influenza or Chicken pox) 


> Renal diseases 
> Favism 


” Allergy 


Drug 
Interactions: 
O Salicylates displaces other drugs 
from plasma proteins e.g: 


Oral anticoagulants 


S 
É E Oral hypoglycemics 
| Phenytoin & valporic acid 


Salicylates 


Which of the following mechanisms 
explain the increase in the risk of 
bleeding if Aspirin is administered with 
warfarin ? 


a) Aspirin increases absorption of warfarin . 


b) Aspirin inhibits the metabolism of warfarin 

c) Aspirin displaces warfarin from plasma : 

protein l 

d) Aspirin inhibits the excretion.of wartarin, 
e) Aspirin inhibits coagulation factors / 

cvnthesis 


High dose > 4 gm/day [J Zero Order Kinetics 


Low doses decrease uric acid secretion [INOT used in 
gout 
High doses [] no effect or increase uric acid secretion 


Side effects of aspirin: 

Most important is: Peptic ulcer, bleeding tendency, 
aspirin-induced asthma, reye's syndrome and 
hemolysis in favism. 


Salicylates displaces other drugs from plasma proteins 
like: 

Oral anticoagulants, Oral hypoglycemics, phenytoin & 
valporic acid [] increase its cocentration [] increase 


a eee 
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